dimethyl adenine (m2,A) in 23S rRNA has been described as the structural change presumed to be responsible for altered function (2) . Experimental support for this conclusion is based on ribosome reconstitution studies (3) in which it was shown that the resistant phenotype could be reconstituted if one took 23S ribosomal ribonucleic acid (rRNA) from induced or constitutively resistant cells and 5S rRNA plus ribosomal proteins from susceptible cells. m26A is produced by post-transcriptional modification of the rRNA and is derived from the sequence AAAG (1) .
Induction was studied with the use of solid media and was manifested by a characteristic distortion of the inhibitory zone surrounding antibiotic-impregnated filter paper disks which contain MLS antibiotics placed on a lawn of inducible cells at a distance of 1 cm from a test disk which contains 15 ug of erythromycin (Fig.  la) . Erythromycin was found to act as inducer in all cases of inducible natural isolates. The explanation of the distortion of the inhibitory zone is as follows. As erythromycin diffuses from the disk, the subinhibitory levels in the agar which surrounds the disk induce the cells in accordance with the requirements for induction previously described (7) . When an inhibitory level of erythromycin is finally attained (> 10-6 M), cells have already been induced by the earlier subinhibitory concentrations (optimum of 108 to 10' M). We assume that in the course of erythromycin concentration buildup, the concentration must pass through the inducing range of concentrations before attaining an inhibitory level. Therefore, bacterial growth surrounding the erythromycin disk consists of cells which have been induced in situ by the diffusion of erythromycin from the test disk. Cells growing within this zone then remain fully induced as a consequence of continued exposure to otherwise inhibitory erythromycin concentrations. Erythromycin thus provides a protective "umbrella" of induction in a zone surrounding the test disk approximately 2 cm in diameter. When this circular zone of induced cells intersects the zone of potential inhibition by a noninducing MLS antibiotic, some of the cells in the intersection, having become induced by erythromycin, can then grow in the presence of both erythromycin and the noninducing test MLS antibiotic. This is demonstrated by the fact that cells induced with erythromycin (10-' M) can then grow in 10 -M erythromycin plus 5 x 10' M lincomycin but not in 5 x 10-' M lincomycin alone. In this intersection zone, erythromycin continues to provide the necessary stimulus for induction. From biochemical studies, we conclude that within a radius of at least 1 cm surrounding the erythromycin disk, specific adenine residues in 23S rRNA are methylated to form m2A. The relationship between erythromycin and the MLS antibiotics with respect to relative inducing activity is VOL. 5, 1974 From these studies, we conclude that erythromycin and lincomycin not only bind to interacting (if not overlapping) sites on the 50S ribosome subunit, but that they can also act reciprocally as inducers of resistance to each other in appropriate mutant strains.
